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1.  General comments – overview 

Stakeholder no. 

(See cover page) 

General comment (if any) Outcome (if applicable) 

1 IFAH-Europe welcomes the opportunity to comment on this 
guideline. The revised guideline brings clarity in the expectations 
from CVMP for the development of NSAIDs.  

However a few items would benefit from greater clarity or flexibility:  

• The introduction of the potential for a PKPD approach in dose 
determination is particularly welcome, and should be made even 
clearer.  

• It should be more clearly stated that dose confirmations in 
laboratory settings are not mandatory, depending on the claims 
pursued and on adequate justification.  

• Several references to the human statistical guidelines are made. 
Since multiple cross-references may generally be problematic in the 
long term, it is proposed that reference is made only to the CVMP 
Guideline on statistical principles for veterinary clinical trials 
(CVMP/EWP/81976/2010); which underwent extensive review 
relatively recently, and already addresses most of the points 
highlighted in this guideline.  

 

 

 In accordance with the text in lines 56-58 consideration should be 
given to expanding the scope of the guideline and altering the title 
to better reflect this intent. Given that most of the approved NSAIDs 
are generics suggests that future research and development will 
focus on new approaches. It would be beneficial, therefore, for this 
guideline to possess a wider scope. 
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2.  Specific comments on text 

Line No. Stakeholder No. Comment and rationale; proposed changes Outcome 

98 1 Comments: Typographical error.  

Proposed change: “method(s) of measurement, the 
NSAID effect …”  

Accepted. 
 

117-121  

 

1 Comments: Although the paragraph is valid, this is not 
specific to NSAIDs and does not seem to add value to 
the guideline.  

Proposed change: Consider deleting this paragraph  

Not accepted. 
Justification: Different species can respond differently to 
NSAIDS. Also, this has importance for MUMS applications 
where extrapolation of PK to a minor species is often 
considered 

125-126  

 

1 Comments: It is suggested that it is made even clearer 
that an appropriate PKPD approach may be used as an 
alternative to classical Dose Titration studies (see 
Focus Group meeting, Sep 24th 2008)  

Proposed change: “PK/PD modelling, if conclusive, may 
serve as an aid in the establishment of a dosing 
strategy and may potentially reduce the need for 
comprehensive dose-finding data, and if adequately 
designed, be used in replacement of the latter.”  

Partly accepted. 
Justification: the term PK/PD modeling is not clear in this 
context. Therefore, the word modeling has been replaced by 
in vivo PK/PD studies in the target species. Provide the 
applicant can justify the validity of the method used there is 
no problem with using exposure effect data instead of dose-
effect data to establish a tentative dose. 

139-140  

 

1 Comments: It is understood that the intent is to draw 
the attention of applicants to the care needed for the 
selection of endpoints with regard to the intended use. 
However, in reality the clinical endpoints themselves 
may be the same (body temperature for pyrexia, pain 
for analgesia…). It is agreed, as stated later in the 
draft guideline that the start variable derived from it 
might differ in case of pre-emptive use vs. existing 

Accepted. 
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Line No. Stakeholder No. Comment and rationale; proposed changes Outcome 

signs, because of the difference in baseline values or 
control references.  

Proposed change: “For example, relevant endpoints for 
treatment of existing clinical signs will may differ from 
relevant endpoints for pre-emptive use (e.g. for 
perioperative analgesia.” Or replace the sentence 
with: “Attention should be given to adequacy of 
choice of endpoints for treatments of existing 
clinical signs vs. pre-emptive use”  

146-147  

 

1 Comments: It is unclear what the expectation will be in 
terms of provision of information on 
instruction/training. Adequate training is a GCP 
requirement, and should be taken into account as part 
of the QA process. Is there an expectation that this 
information should be part of the report?  

Proposed change: Please clarify the information to be 
provided. 

Accepted. 
A modification of text has been made in order to clarify this 
problem. 

148-153  

 

1 Comments: It should be made clear that the statement 
on validated methods supported by peer reviewed 
literature do not apply to simple descriptive scales.  

Proposed change: Please clarify  

Not accepted. 
Justification. If a simple descriptive scale is chosen which has 
not been validated or supported by peer reviewed literature, 
other means of demonstrating its robustness must be 
presented to support it.  

151-152  

 

1 Comments: We do not agree with the stated opinion 
that visual analogue scales and numerical scales are 
best suited for trained professionals/specialists with 
experience using them, while simple descriptive scales 
are better suited for observations by the animal owner. 
For example, the visual analogue scale is commonly 

Deletion accepted.  
However, the proposed change is not needed because this 
idea is captured in the preceding text.  
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Line No. Stakeholder No. Comment and rationale; proposed changes Outcome 

used for pain assessment by human patients including 
children, highlighting that a proper use of this scale is 
not restricted to trained specialists and professionals.  

Proposed change: Deletion of the respective sentence 
and adding the following statement:  “When choosing 
a scale, suitability for the intended evaluation and the 
considered user has to be ensured. The considered 
users should have appropriate training to utilise the 
scale properly.”  

156-159  

 

1 Comments: Although the request for only using 
validated methods for evaluation is acknowledged, it 
should be taken into consideration that such 
extensively validated methods for evaluation are rarely 
available at present and that this may not change in 
the near future for certain indications and species, e.g. 
chronic pain in cats.  

We agree on the general principles for the validation. 
However, it is not always feasible to fulfil all the 
requested conditions. In addition it is unclear why the 
pain scales need validation with different surgical 
procedures, since AINS can target different types of 
pain not just acute surgical pain. 

Proposed change: “To be considered validated, these 
aspects must should usually have been established for 
different breeds, different active substances (with 
similar indications), different observers, and in a 
sufficient overall number of animals. For scales such as 
pain scales, it is also important that reliable results 

Accepted. 
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Line No. Stakeholder No. Comment and rationale; proposed changes Outcome 

have been obtained with different surgical 
procedures if applicable.”  

161-167  

 

1 Comments: Whilst we agree with the statement we 
believe that cross references to several guidelines may 
be problematic in the longer term. We would suggest 
that reference is only made to the CVMP Guideline on 
statistical principles for veterinary clinical trials 
(CVMP/EWP/81976/2010) [which itself refers to the 
CPMP/EWP/2863/99].  

Proposed change: “If baseline values (parameter-
values for clinical signs before intervention/start of 
treatment) are used to identify parameter changes as 
a result of treatment, limitations in statistical 
evaluation of results based on such values should be 
taken into account as per current statistical 
guidelines.” Use of unadjusted “change from 
baseline” in the analysis might bias the result and will 
have less statistical power than using regression to 
adjust for baseline imbalance between groups 
(inclusion of baseline value as a covariate in the 
analysis). Reference is made to guideline 
CPMP/EWP/2863/99 (“Points to consider on 
adjustment for baseline covariates”).  

Partly accepted.   
Justification: It is agreed upon to refer to the current 
statistical guideline. However, it is not accepted to delete the 
sentence: use of unadjusted ‘change from baseline’ in the 
analysis might bias the result and will have less statistical 
power than using regression to adjust for baseline imbalances 
between groups. 
 

172  

 

1 Comments: Although this point was made in the 
previous guideline, it should be is noted that 
demeanour and mobility might in some instances be 
part of numerical/composite rating scales.  

Proposed change: “other subjective observations (such 

Accepted. 
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Line No. Stakeholder No. Comment and rationale; proposed changes Outcome 

as demeanour and mobility), if not already part of 
the chosen rating scale.  

187  

 

1 Comments: It is not clear why negative controlled 
studies should be preferably limited to those conducted 
in experimental animals, as long as exit rules/rescue 
protocols are in place. While it is agreed that emphasis 
should be placed on potential animal welfare concerns, 
there is no reason this consideration should be 
different in nature between experimental and field 
settings. Similarly, the wording in allowing negative 
controlled field study should be less restrictive.  

Proposed change: Studies involving negative controls 
will normally be limited to those using experimental 
animals; potential animal welfare concerns should be 
taken into account through the implementation of 
appropriate exit rules and rescue protocols. While most 
studies conducted in owned animals will involve a 
positive control group, it may sometimes be acceptable 
to use negative controls in field studies providing 
appropriate exit rules are present Potential animal 
welfare concerns should be taken into account 
through the implementation of appropriate exit 
rules and rescue protocols in any study involving 
negative controls. While most studies conducted 
in owned animals will involve a positive control 
group, it is acceptable to use negative controls in 
field studies providing such exit rules and rescue 
protocols are present.  

Accepted.  
See section 6.2 with reference to section 9.1 
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Line No. Stakeholder No. Comment and rationale; proposed changes Outcome 

192-194  

 

1 Comments: The requirement to use as a positive 
control a product containing a substance from the 
same or closely related NSAID-class as the 
investigational VMP, goes beyond the requirements of 
Commission Directive 2009/9/EC. Namely that the 
efficacy results obtained should be compared with 
those from the target animal species that have 
received a VMP authorised in the Community for the 
same indications in the same target animal species, or 
a placebo or no treatment. This proposed change 
below is further supported if consideration is given to 
expanding the scope as mentioned in the General 
Comments.  

Proposed change: "In field studies that are not 
placebo-controlled a positive control group as 
reference should be included, using a substance from 
the same or a closely related NSAID-class VMP 
authorised for the same indication in the European 
Community for the same indication in the same 
target species as the investigational VMP."  

Not accepted. 
 
Justification: Although the Directive states that just the same 
indication is sufficient to serve as treatment in the positive 
control group, the choice of an active substance that belongs 
to the same or a closely related NSAID class is more 
appropriate if such a reference product is authorised. 
Therefore the NSAID guideline advises to use these active 
substances in the positive control group. 

195-196  

 

1 Comments: It unclear to what “assay sensitivity” is 
refers. Does this mean that the adequate clinical 
endpoints should be chosen? If so, the word ‘assay’ is 
confusing.  

Proposed change: “Assay Clinical 
endpoints sensitivity should…”  

Not accepted. 
Justification: Assay sensitivity is not equal to clinical 
endpoints. See also under ‘assay sensitivity’ in the list of 
definitions. It is the sensitivity of study design (for instance. 
number of animals or chosen clinical endpoints can influence 
this sensitivity) to distinguish positive effect of a NSAID in a 
study compared to a placebo. To clarify the term assay 
sensitivity an extra sentence has been added. 
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Line No. Stakeholder No. Comment and rationale; proposed changes Outcome 

207-208  

 

1 Comments: It should be made clear that an 
appropriate PKPD approach may be used as an 
alternative to a classical Dose Titration studies (see 
Focus Group meeting, Sep 24th 2008 and comments 
lines 125-126)  

Proposed change: “Alternatively, a PK/PD study may 
be applied to propose a dose to be further confirmed 
(see section 5.3). Less than three doses may be used 
in such a study in case a sufficient exposure range is 
covered.”  

Accepted. 
 

210-212  

 

1 Comments: For some NSAIDs claims (e.g. 
perioperative), it may be more relevant to perform 
dose confirmation in a field setting than in 
experimental conditions, given the number of animals 
required to adequately evaluate treatment response. 
Therefore, the text should be amended to permit dose 
confirmation studies to be performed as field trials or 
within a pivotal field trial if justified.  

Proposed change: Add the following sentence: “Dose 
confirmation studies can also be performed as 
small field trials or within a pivotal field trial if 
justified.”  

Partly accepted.   
 
Justification: A slightly altered sentence has been added. 

241-245  

 

1 Comments: When using a positive control group, the 
selection should be performed according to the 
requirements set out in Commission Directive 
2009/9/EC.  

Proposed change: “the choice of the comparator 

Not accepted. 
See previous justification. 
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Line No. Stakeholder No. Comment and rationale; proposed changes Outcome 

should be justified, taking into account the class and 
target receptor selectivity of the comparator, its 
indications and conditions for use, route of 
administration and recommended timing and duration 
of treatment requirements on positive controls set 
out in Commission Directive 2009/9/EC.”  

246-251  

 

1 Comments: See previous comments e.g. line 161-167. 
The relevance of the statement in this section is 
acknowledged. However, this is not specific to NSAIDs, 
nor different to what is stated in the CVMP Guideline 
on statistical principles for veterinary clinical trials 
(CVMP/EWP/81976/2010). In addition, the overall 
comparison may apply not only to the safety but also 
to safety aspects. The end of the section should 
therefore be deleted.  

Proposed change: “When a non-inferiority study 
design is applied, the non-inferiority margin should be 
based on statistical reasoning and on clinical 
judgment, and should be tailored specifically to the 
particular clinical context (see 
CVMP/EWP/81976/2010) An appropriate non-
inferiority margin must provide assurance both that 
the test drug has a clinically relevant effect greater 
than zero (placebo), and that any difference in efficacy 
between the two products will not be a clinically 
relevant difference. Reference is made to 
EMEA/CPMP/EWP/2158/99 (guideline on the choice of 
the non-inferiority margin).”  

Partly accepted.   
 
Justification: This item was included to reinforce the guidance 
in the statistical guideline as this is a weak area in many 
efficacy field trials.  
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Line No. Stakeholder No. Comment and rationale; proposed changes Outcome 

263-269  

 

1 Comments: It is not clear why a specific section on 
safety is presented here. Lines 266-269 are not 
specific to NSAIDs and simply correspond to the 
normal approach for safety in a field setting. It is 
suggested that section 9 ‘field trial’ is not split into 
efficacy and safety, but is a single section, and that 
only the general statement highlighting the importance 
of focused safety follow-up in field studies for NSAIDs 
from lines 264-265 is maintained (it may be moved up 
in the section).  

Proposed change: “9.2.Field safety  

When conducting field studies for NSAIDs, detailed 
safety monitoring should be implemented as the 
margin of safety can be relatively small.  

Possible signs indicative for adverse events should be 
selected on the basis of the pre-clinical studies.  

Due consideration must be given to all potential 
adverse events occurring during treatment. If a dose 
range is used, a description of the relationship 
between the actual dose and observed adverse events 
should be provided, if relevant.” 

Partly accepted.   
Justification: A small margin of safety makes a description of 
relationship between actual dose and observed adverse 
events important. 

280  

 

1 Comments: The term “clinical index” is introduced and 
used only in the section “Definitions” at present.  

Proposed change: Unless this term is used in the body 
of the text we would suggest the definition is deleted.  

Accepted. 
 

293-296  1 Comments: The definition of poor/non-responders is Not accepted.  
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Line No. Stakeholder No. Comment and rationale; proposed changes Outcome 

 ambiguous as a response may also be observed 
following placebo treatment due to the “placebo 
effect”. A poor/non-responder should be defined by 
opposition to a responder, please see the CHMP 
guidelines on the topic (i.e. CHMP/EWP/908/99). An 
appropriate definition of a responder (and non-
responder) should be specified prior to the study 
depending on the claim, mode of action etc.  

Proposed change: “… meaning that the clinical signs in 
the animals, based on observations and/or response to 
manipulation, resemble those in similar, but untreated 
or placebo treated control animals do not ameliorate 
or worsen despite the administration of the 
investigational product (e.g. NSAID).”  

Justification: In the proposed change of the stakeholders no 
reference for comparison of the effect is given. This may 
reflect on how data from the study might be handled 
statistically.  

301-302  

 

1 Comments: In line with the comment on lines 293-296 
the definition of responder should be altered.  

Proposed change: Animal in which administration of an 
investigational VMP (e.g. NSAID) produces a certain 
pre-specified therapeutic benefit magnitude of effect 
defined through clinically relevant criteria.  

 
Partly accepted. 
Justification:  
The term “therapeutic benefit” is not considered neutral 
therefore an alternative text has been proposed: 
Animal in which administration of an IVMP produces a certain 
pre-specified magnitude of effect in any appropriate endpoint 
or combination of endpoints. The endpoint(s) should be well 
suited to reflect the aspired effect of treatment and the pre-
determined cut off level should reflect a clinically relevant 
level of effect. This aspect needs to be justified beforehand. 
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